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[it*qii i] *ft* s 4.o^5.oopH-e*ife*ns. if* 

[sSsfc^l 6] (3 

^>-6~at», f^fytg, ^<9y&t;^!) 

[!S#Jg2 0] ^D7-t>I»^;^>y^f;U 

«|3ftqil9(CE«O^/U 0 
[«*S2 1] ^y7^>l#&^;^>y^f;V 
T 5 n-*X£>5> »#*l9tcE*o$Vu. 

qil5lcE«^^K 

*ttJ»il987^9£l8 0ttXffi»£;h,fc: K t7^n> 
K<Z>^*SttR** B tHi" ^Hamilton S><a*H4«fffi 
«ffi07/100, 104#^-««HKffiaBXfc5o *»Wtttfb3& 

5o ^m\*&5L<V& 1-3 ^u^nnKXtffl 1 
-4 = = F&^C tl1t&K<DN- 

*»e>*9. *<ofc#E«iiMa:ri (i — 4) -0-d-gi 

cA (1 — 3) - 0 -D-GlcNAc--C£>£o **(Ct7/^ 



*K**tfctT/un>«^-T-*rt:ii1|f 5 xio«~-l xi 

<k¥W*Ctf» ( "RaT* ) $*Lfc*(OHAtt«&JB[H* 

X*JBXS>5 0 R%^kHA^uXH:7^/UAH:ft2«-*Sr 
Plih-T * fctf>tc#Bi L fc4 * tc £ t ffi»«^«9f 
*tcaAXI*#ASix5. *3HrCS> 5 

^^w«»HAttf6j»»jfeaaii!»7: d '< y -Jbfc*flix 

fe£ Q Balazsb, 1986^, 7fcB1$lT^4, 582, 865^£ffl* 
XI* "HA^S^A^ -t*lJC»tkSiXTV^5^ 

T.J. Roseman et al. , Controlled Release Delivery Sys 
terns (&m#}ikm z rV s<V — i/^J*) , Marcel Dekke 
r ( Inc. , New YorkiCioV N XR. V. Sparer et al. , 1983, Chap 
ter 6, pages 107~119-Cttil[SW(CXtt* MS-&S<J: L 
XT 7 = tf= XTJi'lgL&tboo^-rtiMZLJ: 

V), x7f;^^LTt7/UD>iCM^Jti 
tc? u ^ a y ^ ^ =n — /uo^^cfiicov^TIE®: Lti N 

I. Danishef sky et al, 1971, Carbohydrate Res. , Vol. 1 
6, pages 199-205X^*^^1-^^-3- (3- 
y^f-/V7;y7 9 DtVu) ^;u/fy^ KttKttt ( "ED 
C") ^Si(5ET(c*5V>XA=i#St4rr ^ y»x^r;ui:S 
JcS^^r^r tXA=r^«f(^^yUAK^r^uS^a^r S K 
\cm&1rZ> Z.k^£%M,^ *»o4tS»cov^rE« IT 

«^«cioV^x«iiI(c^Sct-5o 

HAiBfiK«i«:ffi*«ttJc:-r5S3Bi: LXttHA4r*ffi-T5 
w<t^fe^> 0 T. J. Roseman et al. , Control led Release 
Delivery Systems, Marcel Dekker, Inc. , New York \Z5o 
V^XR. V. Sparer et al. , 1983, Chapter 6, pages 107-11 
9Xll->^"r-r ^»£S:7 5 K^^XHAtc^L. Lt!/^ 

ff^^-drX^T^^V^I/tHASr^^-fr^rirtcJi^HA 
De Belder«b^ll^ai^^^ff086/00912^^S^X 
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ICjott^l, 2, 3 f 4-^^^=^r'>y^> (T.C.Laurent et 
al. , 1964, Acta Chera. Scand. , vol. 18, page 274) ; 7 
^ y tt^^^^tt^V^tT—yU^yUTtN^ (E. A. Balasz 
<b, 7^(1^1^^4,582,865-^,1986^) ; *;^7/Uf t 

f-uyt^v/K, #y 7^y ^i/jtowy-f vw.*— 

h**abfc«*fc<fe<0f*lli (E. A. Balasz 3£S«Ff¥tti 
Hg^84 20 560#, 198430 &hZ> a T. Malson fe, 1986 
^, H»l±lK4>BI!*W086/00079*WJBB»-t?ttHA4rZ:XH: 

HA<B*«y^<B»itlCOV ^TE« LXV^ 0 

T. Malson 1986^, BWNttiK*0 193 510#«jffl* 

3 r =^>»*IIJtlHB»ldM*:a?iii-* 

/ix-fc/un — ^ ( "CMC") . ^;i/*>'>^f;i/7;n-^ 
( "CMA") . nyKo^f >-6-S®, TVU-^Vffit 
& ^ N 'y >it/^^y >BiESd s S>5;CMCS.U5CMA^W 

3R#Ktf:«ttfldW L36»*«HAasio-eafD LT t «t v \ t 
5 lo^3BRKttfiH±{fc»jaOTIA4:aSiU L*>5*# 

KJ^€r*^^±^»^bv> P Hri4.o--5. o-Cfc^o # 

HICHI LT^t L^»*I10. 005-0. 1M. Xldjif * L < 
1*0. 01-0. 02MTfc5o ***J-ett{fc»JO^e/Htl4»* 

- (3-yyf^7;yynt» ^/Uztfv^ * KXtt 
1 3 - (3-^f-;i/7 5 fc'/U) jft/u 



"^S^te" Witt, *^ffiH*«r c-cffl^bft 

^y7 = t>»#r >^4.0^±^pHM-C2W 

So 

tc^xJBv^ftTv\5 . 7K*1%SS/Sfl: 

( "w/.w") t7;i/oy^tf y *A^*SS*ft«H~5 

r £ J: "9 ?KjSStlS^fe3cmX3cmX0. 3ram£^1-o fc 
O-Cfc 5 s rft£20 c CT^@7k50ml<D fc*— # — <£JCV\ft 

ftS) tt:, HAco 1%tK^£/8V^T^J&£*V *«5«tc 
afV^tt^tt, |s]^S:^Lx PI«tC20°C-CSga*50ml 

24P#W^ fc*5ffifiE-r « ^ > {IU(07^;^ S 
HAIL ^tL^HAtC4sWS^^5J?^r^^£4:3ft©[%*S 

#«««<6 7 -< yu ^ ^Vw i^TKfa $ ft ?t ^ Tfe.ot 
fc-^ftfe^^SrS^So ^ftbii^^^tt^Hc 

# y T = ^>S#*«f»HAy^&a7 

raf^Mtof;^ (miE^J:9*) HA^t^ !!7-t 
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>**«2kwshs tmn-tzzt^xv mutant s 

^n^^T Gft30raraHg) #5l05^CT24S*HJ)DSR $ tt 
5Jtt*lRftyi*cf + LT-fc J: v\ 

* LV\ LV^SjftgttO. 005—0. lMCO®ISrt"Cfc 

v. JEJcjff^ L< Jio.oi—o. 02M^$EHrt-cfc5o 
L< W:J6l:4-Cfc5. 

y i/^-«fill?HA 

jaH4^fc3W*a*-f 5^ tkc£ Disitikifti, i^y^ 
«i**«w*fe^jR-r5^ N flu- r.-ce«s*tfc:fco 

WxtfHRtUIB^HSW086/04355^*B*-rffi«ftSix5 
lio. 4-2. 5%lt/Ii ( "w/w") ^tefflrt-efe^o -t 

TKttHAa-g-ffiligHirfcoT. L< JipH4. 0-5. 

0. JEfcflP* L < ttpH4. 3-4. 75Sr^-r5-<#T-fe^o * 
th£ Vm^mnt *»* L^SttfLSJEDCtt^ST 

t < r^n >feitpH^i^sr^fc^ic5D^^>n^> 

*ttHAa^»OpHa*HS$;ft*£, ef±{k»Jd«»fP$ 



- (3-y^f/U7;/7'ntVu) — 3 — ^IFvlofr/Utf 
S^f 5 KXtt "DEC*t»S*ta) X.I4ETC (l-m^vu 
-3- (3-y^f^7^7'pt» ^ K 

**9-**s K) i«fe-5 0 

>% h y - y u< tt#y y ^>xtt**xe>o*u 

v^tiA^^AyftlKfftcJ: 9pHW«HA«-fr«(caSi IT 

*6*jSc<**sa*nS4e>tf, (Serva) (CJ: 

v "i^-^y/u-" £LTflK3K$ft£> x (Co 
oraassie™) !i7> h R —250" t LXh$$b 

ftZ>zfjv—&M "yy 9 7yh^u-R^j:5 46*x 

^tt*S"efc5o ^^I^HA'.EDC: y S/>3i^f-/KOlt^ 
1 : 2 : 1 - 1 : 4 : 1.0 (D mm X'tbZ k % ^Wc&<D fegkfc # h 

±lS*c^vMgift$ixfcHA^tE^W^^^*T7^/UA 
^ItSITtoo Affi«(crt:SJ«:a-fr«rt:a* UV^ 

A $ *tfca*«*r KJ» $ ^5 r t "C^JS £ ttfc 7 -f /u A 
li> *&*&LfcKv^*iBai/**«>a*««:iej»S* 

«"Jj£iLT. fi»Jx.tfgfc*HffllRSO 193 
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4»4tSfc«>a«flttJ:^, SBttXXttB*** 

gH 1 : w tf) « ttCMC StH A ^ 14 i£ o T. ?F L T V N 5 0 
HA (0. 4%w/w, 0. 01M) t 250, 000<E>#^-ftRtfO. 65- 
O.gOfiSfflrtoaftASr^r-r^T'^Tn^ (Aqualon) * 
-f^CMC (0. 19%w/w, 0. 01M) SrSta-CTK^fK^—fttca 
fDLfc c »-&*£<7>pHS:lM HCl<^i8*D-t?pH4. 7— 4.8tCW 
SLtiiftt^o r.<D®fKO#100mniEDC0.67g (0.04 
M) *1)Xi7LtL 9 WCt(D&.fctp^ ^McOpH^rO. 1M HC1CO 

ss*D-cpH4- 7-4. 8jc«»u, i mmm#>it± Z 

B$M i fc. 2 E8tf *X*LT24i*inKfofc 9 ^tt* (pH 

4.o) jc*^raaw«-j:9a:«*d»feisfe*Lfc 0 s^-ch 

A/CMC* ^ !>-«:¥*ttS!fc«EjeU Sia-W4»BiaR 
HA/CMCJKl«*»ft^^/U^flfa#»»ric05S4*4r 
V**:3t»K*5V^ HA/CMCBtft^»W»c«IBSixfc7 y 

Lfco HA/CMCJRXtlORCJR [ft«BSihffi {C a > y >& 
v^ayyy (Johnson & Johnson) frh fM5 $ it 5 -Y > 
>— K (Interceed) TC7^] (O^fn^SStt 

/UiritKtfCo n*L?>**<0»*«:HA/CMCR^=i>ho 
-;Uftfe&T>V y * - >- KTC7 7 ^ A £ §2g L 

J^TO^I 2 -«18tt#«3J£J8^fc#%0i|T?fcS o 
«2:w^W-CllStt{t;S»J^ LTEDC&tf IT 

1 X 106— 2 X lOScD^^jl^^-f £ t 7/ud >g£-f h 
I) (400rag;1.0mniolO^7>'U/^^->yUg) £r^l/7Kl0ra 

llCg^Lfco TK^OpHI^O. lNHCl<Dgyra-CpH4. 75{Cfi^ 
8tt ^V>T*EDC314rag (l. 64romol) *i~-<T — ^(C. 



LfrZ>m L -u^is>* s ?'/\s^X7 L J\smBLi£.190mg (1. 0 
5mraol) Sr^Ox.fCo ^^mS/C»^*K^pHli 2 B#W"C6. 2 
Jtl#U: 0 Rfl?iS^fKSraai-e5l*IB»ofc«. * 

»1M NaCliBffi-Ci*»-rS w £ tfX%tz 0 

^|3:roCT-e^^7iEDC/n^ *>>:HAlt&<>vU7f2/£ 

tMJ^A (400mg;l. OraiDoltO^/UzK^r-y/Ug) £E3l^ 
7c Q ScV^TfSROjIiUciSV^TTEi^EDCJtT/nWV 
>^^/Uoi^^/UJ^gtJS%^D^fc:EDC153mg (0. Smraol) 
/o>< fyy^^yU3i^7 i /wa[»J£l82nig (1. Ommol) ;EDC 
76rag (0. 4mmol) / n 4 v-> ^ fvU^i;* 7Vl"ifiI£ift90rag 

(0.5mraol) ;EDC38rag (0. 2mmol) /B>f«»^f^x7 
7vM£Mife45mg (0. 25raraol) „ Kn ^/UfiEDCX 

C0J:9^#ibiX^o *>htb^£>K|g (0. 2mrool/0.25— 1. 
0mmolHA#/UJK=*-vvi'S) tf> £ # 1*11 V^/U 

«4: ^0«T?faHA«ftS:»bix5y/HtK0ltlft^)fc 

&fm#ij KDttSV T'^ofc^, {BLHA (400mg;i.0ra 

L7t (l-l/3%w/w HA) 0 t Kn^tr^JStU^i^ 

As: z<omx\^mtmt ^xmc&xmmat it 

t7/WnyitM (400mg;l.0mmol<7)^7/U^^ 
y;uS) S:sKB*40mltc^*Lfc o S?R^pHI*0. IN iNC 
10^JUD-epH4. 75tcHSL^l 0 i^V^T-EDC (314mg; 1. 64mm 
ol) ^— ^(C. L^^^L-n^^v^^/Uzc^^/ulg 
@^190mg (1. OSmmol) *r^D^fc 0 SJ^ffi^fR^pHtt 2 
B$Pfi-C6. 2^-C±#Lfc75S. L^^m^R*S*6360mm2 

0 47>f;l/A£DMi^^^ h/UaSl^5>W-Ct^2 130cm 
-1T^^'^-; KKlR*^S-f. ftl740cm-», 1700cm 
-i. 1650cra-iS.a*1550cm-i-CeS^^r^Lfc o 

M4XmmZtltz.W>ft&mML. sRB*30ibK 40mlX 
{^lOOraUCHA (400rag;l. Oraraol^^^TK^r^^g) %fef$ 
LT»^>tt5 3«OS^5D!JMaHAaS*fflir^c 0 rttb 
€-^^-tIl^fflS^HA^^V^T?#^TX^^^/l'A|l^< x 
*&t/lM*ttNaCl(-^FStt*C*)9, 4>^fiSffiHOHAdS 
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tT^DVSthy 1 ?^ (7K40ral^400rag) , EDC (31 
4rag ; 1. 64mnio 1 ) RXf L-u^is>* f;l^x ^ TvUtfUfctft 
(190mg;l. 05mmol) 4 coi 9 (CRJfc; £ *fc 0 RfCI* 
T (2 8*IW) l*»CK«iR*«tt»«t«JI«:l»*-rSfc» 
12,000NMW# y h^7S*f« : "C*^3*LTa*frLfco & 

ml) fc/hS*Xh 3JBL (®«3330mm2) icfltffiLfco - 
5 LT#bn7t7^/U^illM7ktiNaCl^T> + 7K (100°C;1 

HA^SiR (H 2 0 40ml^400rag) £0. 1NHC1 -CpH4. 7tC L 
fc. ZfcV>-CEDC (314mg;l.6mmol) Sri^T— Lrt> 
^ / »BH»flcimmol«riDx.feo RJESa***-^ h 

Hktomm (H 2 0 40rol4 3 400mg) £0. 1NHC1 XpH4. 7K L 
tc 0 ft^TEDC (314mg;l. 6mraol) Sr-T^f — Lri> 
5t7^y >lmmol£2)0;LfCo SJC&S^fS^ h U JflLtd 

Mil: Z<D&]\C&\i^X7 4 /UjUjln^ v/>C0^1CD^^ 

HAOjgiflE (H 2 0 40ml^400rag) £0. 1NHC1 XpH4. 7tC L 
fc 0 &^XEDC (314mg;l.6mnol) — gfC x L;6> 

HACO^fg (H 2 0 15ml^400mg) £ P H4. 7M U EDC (31 
4Dg;l.6mmol) y^7;yg^» (imraol) £r#Px. 



fc. s«»*»tt5--24B»nBart-e«»fty^*r»*L 

■CWfc. 

0«13: no«(C*5V^T7^^H:*tt?Bi: 1X7 ^ / 
K (0>fyy7; K) SrJB^TMiLfco 

HAO»?R (H 2 0 40ral^400mg) £:0. 1NHC1 "CpH4. IkC L 
fc 0 ^TEDC (314mg;l: 6mmol) ^i"-<X— Ld> 
5SL-n^y>7; Kift&*ftlnraol£fl0*.fc o EJfca 

*««r^hyjiL«cftir. ^astt^-f^** 

fc. 

HAOjg*R (H 2 0 15ral^400rag) SrpH4. 7(fU EDC (31 
4mg; 1. 6mmol) L^o^n^y>xf ;Ux^r/^H£ 
(l.Ommol) ^riD^fCo 5 — 24^M«rt"C»J¥ 

**7K»tt^/y L /tic 

« 1 5 : ^ <0« *C*5 V 7 AX y /UttHAflH±{bW 

l x io6~ 2 x loe kvu f y®irt^^t*rft5 t 
7^ny8tM) «>A (400mg; 1. 0imol<O#yu;£^ vvu 
£) €ttK (lOmlXWOml) (Cg«Lfe 0 #*J8ifcG>pHtt 
0. IN HClC0^DXpH4.75(Cp^Lfc o ^V^XETC475^lg 

(l.6tnmol) ^(C. L^^L-n^v-^y 

^/UJt^x/Ut£Ki£l90mg (1. 05mmol) ^:^D^fc c ^ CO 
S/CS^fROpHttftO 2B#Pflt?pH6. 2^X±#Lfc 0 TNI 
0mlS:4#L>tRJC£:a-&«tt : P*tt^ft*filcLfc. tK3 

HA(D^?g (H^ 30ral^400rag) ^^Jl3t7? J: 9 {CpH4. 75 
(CL, L^S^ETC (475rag;l.6mmol) RXfu^is>*T 
/U-zn^-^yUjfe^J^ (I90rag;l.05mmol) $r^D^fc 0 ^VnX 
H 2 0 (0.5ml) * "if— yy/V- " (5mg/ral) (O^SSES: 

7 ^ /UA^IM NaCl L^^^H 2 0-C?fe?^$tlfc^ t 7 ^ 
0*117: rO^ri^^fSHA^^^^A^l®^® 

(cii^^A/^o K»SMtli72^PdJg{c«BBWlcx«i7 S 
H^tc^^flj^^^W^vv^^.-cSffiLfco USP XX 
I, p. I237jcj:n(i\ KRWli^^^f'^ftRofyi 
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otis: ztownv ^^sfiHAcoi^cov^^LT^ 

(w/w) iSiRSrWRLfc. r.ojSfRo P H 

ttHMJj&HnM. 3-4. 75(C|^S Lfc 0 r.05*S«<O*100iDl 
(CEDC 5 * L 4 & h EDCO, 76g 

8t#L*^fe y.^^^^^^X/W (LME) 0. 2Og£*0;L 
fc 0 HA, EDCXOT-ME^SBfllttM'WTofc ; ftHfrHA/EDC 
/LME*jRj&s*jS S ixfc h , -tftfc&KK* 5 £ -e 4 °C 

£&tm*«w>DX-c#-5. 4fcK^»vN^>- h^a^n 

(Carver) HS^JB^W* "T?Bf36« S KEEIfl- 5 C <t fc. 
i 9 JEfc3>DX-C*S. wm*IBHI*SMISSixfc»»J*tt 



■Cttl70^900g/cm205«»*l*"t?**:±i:fc. r^^W 
I C || -f 6 IS 0HK * TO # W 3 3 - 6 2 % T ft o 0 

m& 

•OttfXfttlft:Rji:t5fcft^»ill*i LTftffl 
LfctSlcSixa «JKm AX fia A £ ix £ o 

Roseraan et al. , Control led Release Delivery System 
s, Marcel Dekker, Inc. , New York. idioV^TR. V. Sparer 
et al. , 1983, Chapter 6, pages 107 — 119T!£iSt£tlfc «fc 

tonuses 



1127, 7/>- > h 3 

y ^-&*b^-^^3.— fe;/7^ u 
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